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TI Acid addition salts of Ac-PHSCN-NH2 

IN Ternansky, Robert J.; Gladstone, Patricia L . ; 

Mazar, Andrew P.; Allan, Amy L. 
PA Attenuon, LLC, USA 
SO PCT Int. Appl., 54pp. 
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PRAI 2005US-649308P P 20050201 

OS MARPAT 145:211347 

AB The invention relates to acid addition salts of Ac- Pro-His-Ser-Cys-Asn-NH2 
(Ac - PHSCN- NH2 ) , including methods for their synthesis, pharmaceutical 
compns. containing them used to treat diseases associated with angiogenesis and 
aberrant vascularization, and methods of preventing degradation of 
Ac - PHSCN- NH2 by salt formation. Ac-PHSCN-NH2 was prepared by the 
solid-phase method and its stability in solution and the solid phase compared 
with that of its hydrochloric, methanesulf onic and nitric acid salts. 

IT 262438-43-7P 904763-27-5P 904763-42-4P 
904763-50-4P 904763-58-2P 904763-66-2P 
904763-74-2P 904763-82-2P 904763-90-2P 

904763- 98-0P 904764-07-4P 904764-15-4P 

904764- 22-3P 904764-30-3P 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation and stability of acetylprolylhist idylserylcysteinylaspartamide 
salts for use in treating diseases associated with angiogenesis and 
aberrant vascularization) 
IT 252229-85-9 
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RL: PRP (Properties) 

(unclaimed sequence; acid addition salts of Ac-PHSCN-NH2 ) 
IT 262438-43-7P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation and stability of acetylprolylhistidylserylcysteinylaspartamide 
salts for use in treating diseases associated with angiogenesis and 
aberrant vascularization) 
RN 262438-43-7 HCAPLUS 

CN L-Aspartamide, 1 - acetyl -L- prolyl -L- hist idyl -L- seryl -L- cysteinyl- (9CI) 
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ANSWER 2 OF 5 HCAPLUS COPYRIGHT 2006 ACS on STN 

2006 : 791029 HCAPLUS 

145:235787 

Improved formulations of ant i -angiogenic peptides 

Mazar, Andrew, P.; Heiati, Hashem; Schrier, Jay; Li, Ming; 

Harris, Scott 

Attenuon, LLC, USA 

PCT Int . Appl . , 3 7pp. 
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Patent 
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AB 



Described herein are compns . /formulations of the Cys- containing 

ant i -angiogenic peptide Pro-His-Ser-Cys-Asn (preferably in its capped form 

as Ac-PHSCN-NH2) or acid addition salts thereof or analog thereof, that 
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comprise at least one addnl . compound that stabilizes the peptide or analog 

against spontaneous tandem dimerization or higher oligomerization . 

Preferred formulations include an acidic buffer such as citrate, glycine 

as an excipient and bulking agent. Optional addnl. components of the 

formulation are a reducing agent, a non- thiol biocompatible ant i -oxidant , 

a lyoprotectant (typically one or more sugars, one or more amino acids, 

one or more methylamine, one or more lyotropic salts, and/or one or more 

polyols) . Also provided is an article of manufacture or kit comprising the 

formulation in solution or in lyophilized form. A method of inhibiting 

angiogenesis in a subject, comprising administering to the subject the 

peptide in the above formulation is also disclosed. Ac-Pro-His-Ser-Cys- 

Asn-NH2, TFA salt (140 mg, 0.197 mmol) was dissolved in 2 mL of water and 

Amberlyst A-26 (OH) resin (4.2 meq/g, 273 mg, 5.8 equiv) was added. The 

reaction mixture was stirred at room temperature for 5 min . The aqueous solution was 

decanted, the resin was washed twice with distilled water, and the combined 

aqueous layers were lyophilized to afford 81 mg (69%) of Ac-PHSCN-NH2 as a 

fluffy, white solid 94% monomer, 6% dimer. Ac- PHSCN-NH2 , 50 mg/mL, was 

formulated in solns. that included the 50mM citrate 50 mg mannitol, and 10 

mg sucrose and lyophilized. Stability of various formulations of the 

peptide was studied. 

IT 262438-43-7P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 
(improved formulations of ant i- angiogenic peptides) 

IT 904763-42-4P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(improved formulations of ant i- angiogenic peptides) 
IT 904763-27-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(improved formulations of ant i- angiogenic peptides) 
IT 262438-43-7P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 
(improved formulations of anti-angiogenic peptides) 
RN 262438-43-7 HCAPLUS 

CN L-Aspartamide, 1-acetyl-L-prolyl-L-histidyl-L-seryl-L-cysteinyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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TI Peptides which target tumor and endothelial cells, compositions and uses 
thereof 

IN Allan, Amy L.; Yoon, Won Hyung; Gladstone, 

Patricia L.; Ternansky, Robert J.; Parry, Graham; 
Donate, Fernando; Mazar, Andrew 
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MARPAT 141:157478 

The invention relates generally to peptide analogs of Ac-PHSCN-NH2 which 
target tumor and endothelial cells and have antitumor, antiangiogenic and 
antimetastatic activity and to methods for their synthesis and use in 
pharmaceutical compns. for treating, preventing and detecting diseases 
characterized by tumor growth, metastasis and angiogenesis . The peptide 
analogs may serve, inter alia, as carriers of radioactivity, PET-active 
compds., toxins, fluorescent mols. and PEG mols. Peptides 
Rl [ (NHCHR2 CO) 0-1 (XI) 0-100] m-X2 -X3 -X4 -X5-X6- [ (X7) 0 - 1 ( NHCHR3 CO ) 0-1] nNR4R5 
[Rl is (un) substituted acyl , alkyl , cycloalkyl or imino, or acyl chelate; 
R2 is substituted alkyl; R4 , R5 are (un) substituted alkyl; XI, X7 are 
NH(CH:CH) 1-6CO, NH (CH2 ) 1- 6CO, NHCHMeCO; X2-X6 are a-amino acids 
which are defined; m, n are 0 or 1, with the proviso that Rl is not acetyl 
when R4 and R5 are H and m and n are 0] are claimed. Thus, 
Ac-Pro-His-Ser-Cys (Ac) -Asn-OH was prepared by the solid-phase method and 
coupled to doxorubicin hydrochloride to afford the conjugate. 
729594-60-9P 

RL: DGN (Diagnostic use); PAC (Pharmacological activity); RCT (Reactant); 
SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 
(preparation of peptides which target tumor and endothelial cells) 
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RL: DGN (Diagnostic use) ; PAC (Pharmacological activity) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(preparation of peptides which target tumor and endothelial cells) 
729595-16-8D, resin-bound 729595-17-9 
RL: RCT (React ant) ; RACT (Reactant or reagent) 

(preparation of peptides which target tumor and endothelial cells) 
729594-60-9P 

RL: DGN (Diagnostic use); PAC (Pharmacological activity); RCT (Reactant); 
SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of peptides which target tumor and endothelial cells) 
729594-60-9 HCAPLUS 

L-Lysinamide, 1 -acetyl -L-prolyl-L- hist idyl- L-seryl-S -methyl -L-cysteinyl -L- 
asparaginylglycylglycyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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TI Peptides which inhibit angiogenesis , cell migration, cell invasion and 
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cell proliferation, their preparation, and compositions and therapeutic 
uses thereof 

IN Allan, Amy L.; Donate, Fernando; Hopkins, Stephanie 
A.; Gladstone, Patricia L. ; Mazar, Andrew; O'Hare, 
Sean M . ; Parry, Graham; Plunkett, Marian L. ; Ternansky, 
Robert J. ; Yoon, Won Hyung 
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PCT Int. Appl. 
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Patent 
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MARPAT 141:33798 

The invention discloses peptides which inhibit angiogenesis , cell 
migration, cell invasion and cell proliferation, as well as methods of 
making the peptides, pharmaceutical compns . containing the peptides, and 
methods of using the peptides and pharmaceutical compns. to treat diseases 
associated with aberrant vascularization, e.g. cancer. 
701200-82-OP 701201-01-6P 

RL: PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(peptide inhibitors of angiogenesis, cell migration, cell invasion and 
cell proliferation, preparation, and compns. and therapeutic uses) 
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(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
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(Uses) 

(peptide inhibitors of angiogenesis, cell migration, cell invasion and 
cell proliferation, preparation, and compns . and therapeutic uses) 
IT 262438-43-7 

RL: RCT (React ant) ; RACT (React ant or reagent) 

(peptide inhibitors of angiogenesis , cell migration, cell invasion and 
cell proliferation, preparation, and compns. and therapeutic uses) 
IT 701200-82-OP 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(peptide inhibitors of angiogenesis, cell migration, cell invasion and 
cell proliferation, preparation, and compns. and therapeutic uses) 
RN 701200-82-0 HCAPLUS 

CN L-Aspartamide, 1-acetyl -L-prolyl-L-hist idyl-L-seryl -S- [ (4- 
methylphenyl ) methyl] -L-cysteinyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L21 ANSWER 5 OF 5 HCAPLUS COPYRIGHT 2 006 ACS on STN 
AN 2003:243058 HCAPLUS 
DN 139:173332 

TI Inhibition of integrin a5pi function with a small peptide 

(ATN-161) plus continuous 5-FU infusion reduces colorectal liver 

metastases and improves survival in mice 
AU Stoeltzing, Oliver; Liu, Wenbiao; Reinmuth, Niels; Fan, Fan; Parry, 

Graham C. ; Parikh, Alexander A.; McCarty, Marya F.; Bucana, Corazon 

D . ; Mazar, Andrew P.; Ellis, Lee M. 
CS Department of Cancer Biology, The University of Texas M.D. Anderson Cancer 

Center, Houston, TX, 77030-4009, USA 
SO International Journal of Cancer (2003), 104(4), 496-503 

CODEN: IJCNAW; ISSN: 0020-7136 
PB Wiley-Liss, Inc. 
DT Journal 
LA English 

AB Integrin ct501 is expressed on activated endothelial cells and 

plays a critical role in tumor angiogenesis. We hypothesized that a novel 

integrin cc5pl antagonist, ATN-161, would inhibit angiogenesis 

and growth of liver metastases in a murine model. We further hypothesized 

that combining ATN-161 with 5- f luorouracil (5-FU) chemotherapy would 

enhance the antineoplastic effect. Murine colon cancer cells (CT26) were 

injected into spleens of BALB/c mice to produce liver metastases. Four 

days thereafter, mice were given either ATN-161 (100 mg/kg, every 3rd day) 

or saline by i.p. injection, with or without combination of 

continuous -infusion 5-FU (100 mg/kg/2 wk) , which was started on day 7. On 

day 20 after tumor cell inoculation, mice were killed and liver wts. and 
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number of liver metastases were determined A follow-up study on survival was also 
conducted in which mice were randomized to receive ATN-161, 5-FU or 
ATN-161+5-FU. Combination therapy with ATN-161+5-FU significantly reduced 
tumor burden (liver weight) and number of liver metastases (p<0.02). Liver 
tumors in the ATN-161 and ATN-161+5-FU groups had significantly fewer 
microvessels (p<0.05) than tumors in the control or 5-FU- treated groups. 
Unlike treatment with either agent alone, ATN- 161+5- FU significantly 
increased tumor cell apoptosis and decreased tumor cell proliferation 
(p<0.03) and improved overall survival (p<0.03, log-rank test). Targeting 
integrin <x5pl in combination with 5-FU infusion reduced liver 
metastases formation and improved survival in this colon cancer model. 
The enhancement of antineoplastic activity from the combination of 
anti-angiogenic therapy and chemotherapy may be a promising approach for 
treating metastatic colorectal cancer. 
IT 262438-43-7, ATN 161 

RL: DMA (Drug mechanism of action) ; PAC (Pharmacological activity) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(inhibition of integrin aspi function with ATN-161 plus 5-FU 
infusion reduces colorectal liver metastases and improves survival in 
mice) 

IT 262438-43-7, ATN 161 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(inhibition of integrin a5pi function with ATN-161 plus 5-FU 
infusion reduces colorectal liver metastases and improves survival in 
mice) 

RN 262438-43-7 HCAPLUS 

CN L-Aspartamide, 1-acetyl-L-prolyl-L-hist idyl -L-seryl-L- cyst einyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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PRAI 2004US-0964093 A 20041013 

AB The present invention relates to the treatment of cancer, to the testing 
of cancer cells for their ability to invade tissues and cause metastases, 
and to the identification and use of drugs to inhibit tumor invasion and 
growth. In one embodiment, the present invention contemplates a composition 
comprising a dendrimer and at least one peptide comprising an amino acid 
sequence PHSCN attached to said dendrimer, wherein the dendrimer comprises 
branches. In one embodiment, the dendrimer comprises polylysine. In one 
embodiment, the composition further comprises a chemotherapeut ic agent attached 
to the dendrimer. In one embodiment, the chemotherapeut ic agent comprises 
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methotrexate. In another embodiment, the chemotherapeutic agent comprise 
boron. In another embodiment, the chemotherapeutic agent comprises an 
antibody . 

IT 252229-85-9D, conjugates with dendrimers and chemotherapeutic 
agents 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(anticancer compds . and methods using dendrimers and peptides and 
attached chemotherapeutic agents) 
RN 252229-85-9 HCAPLUS 

CN L-Asparagine, L-prolyl-L-histidyl-L-seryl-L-cysteinyl- (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry 

Hi 





NH 2 



C0 2 H O 



IT 



RN 
CN 



252230-05-0 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study) ; USES (Uses) 

(metastasis inhibition by; anticancer compds. and methods using 
dendrimers and peptides and attached chemotherapeutic agents) 

25223 0-05-0 HCAPLUS 

L-Asparagine, L-prolyl -L-histidyl-L- seryl-L-homocysteinyl- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




IT 252229-85-9 883198-05-8 883198-06-9 

RL: PRP (Properties) 

(unclaimed sequence; anticancer compds. and methods) 
RN 252229-85-9 HCAPLUS 

CN L-Asparagine, L-prolyl -L-hist idyl -L- seryl-L-cysteinyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 883198-05-8 HCAPLUS 

CN L-Lysine, L-prolyl-L-histidyl-L-seryl-L-cysteinyl-L- 
asparaginylglycylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




H 



RN 883198-06-9 HCAPLUS 

CN Glycine, L- prolyl -L- hist idyl -L-seryl-L- cyst einyl-L-asparaginylglycyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L22 ANSWER 2 OF 9 HCAPLUS COPYRIGHT 2006 ACS on STN 
AN 2005:1266841 HCAPLUS 
DN 144:439725 

TI Effect of physicochemical modification on the biodistribution and tumor 

accumulation of HPMA copolymers 
AU Lammers, Twan; Kuehnlein, Rainer; Kissel, Maria; Subr, Vladimir; Etrych, 

Tomas; Pol a, Robert; Pechar, Michal; Ulbrich, Karel; Storm, Gert; Huber, 

Peter; Peschke, Peter 
CS Department of Innovative Cancer Diagnosis and Therapy, Clinical 

Cooperation Unit Radiotherapeut ic Oncology, German Cancer Research Center, 

Heidelberg, 69120, Germany 
SO Journal of Controlled Release (2005), 110(1), 103-118 

CODEN: JCREEC; ISSN: 0168-3659 
PB Elsevier B.V. 
DT Journal 
LA English 

AB Copolymers of N- (2 -hydroxypropyl) methacrylamide (HPMA) are prototypic and 
well -characterized polymeric drug carriers that are being broadly 
implemented in the delivery of anticancer therapeutics. To better predict 
the in vivo potential of the copolymers and to describe the 
biodistributional consequences of f unctionalization , 13 physicochem. 
different HPMA copolymers were synthesized, varying in mol. weight and in the 
nature and amount of functional groups introduced. Upon radiolabeling , the 
copolymers were injected i.v., and their circulation kinetics, tissue 
distribution and tumor accumulation were monitored in rats bearing s.c. 
Dunning ATI tumors . It was found that increasing the average mol . weight of HPMA 
copolymers resulted in prolonged circulation times and in increased tumor 
concns. Conjugation of carboxyl and hydrazide groups, as well as 
introduction of spacer, drug and peptide moieties reduced the 
long-circulating properties of the copolymers and as a result, lower 
levels were found in tumors and in all organs other than kidney. 
Interestingly, however, in spite of the reduced (absolute) tumor concns., 
hardly any reduction in the relative levels localizing to tumors was found. 
Tumor- to- organ ratios were comparable to unmodified control for the 
majority of chemical modified copolymers, indicating that f unctionalization 
does not necessarily affect the tumor targeting ability of the copolymers 
and suggesting that HPMA copolymer-based drug delivery systems may prove 
to be attractive tools for more effectively treating various forms of 
advanced solid malignancy. 

IT 262438-4 3 -7D, reaction products with hydroxypropylacrylamide 
polymers 

RL: BSU (Biological study, unclassified) ; PRP (Properties) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(effect of physicochem. modification on biodistribution and tumor 
accumulation of HPMA copolymers) 
RN 262438-43-7 HCAPLUS 

CN L-Aspartamide, 1-acetyl-L-prolyl-L-histidyl-L-seryl-L-cysteinyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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The invention provides compns . and methods for identifying and/or 
quantifying glycopolypeptides from human serum or plasma on a 
proteome-wide scale. The methods can be used to determine changes in the 
abundance of glycoproteins and changes in the state of glycosylat ion at 
individual glycosylat ion sites on these glycoproteins that occur in 
response to perturbations of biol . systems and organisms in health and 
disease. The method includes the steps of derivatizing glycopolypeptides 
in the sample and immobilizing the derivatized sample glycopolypeptides to 
a solid support (hydrazine resin) . The immobilized sample 
glycopolypeptides are then cleaved to release non-glycosylated peptide 
fragments and retain the immobilized sample glycopeptide fragments. The 
immobilized glycopeptide fragments are labeled with an isotope tag and 
released from the solid support, thereby generating released sample 

glycopeptide fragments. A plurality of standard peptides containing glycosylat ion 

site(s) are added to the released sample glycopeptide fragments, wherein 

the std peptides are differentially labeled with a corresponding isotope 

tag. The released sample glycopeptide fragments are analyzed using mass 

spectrometry, and those that correspond to standard peptides are identified. 

The compns. and methods include 3 517 standard peptides containing glycosylat ion 

sites determined for human serum/plasma proteins. Differential expression of 

specific glycopeptide markers is demonstrated in prostate cancer tissues 

as compared to normal tissues. 

870165-03-0 

RL: ARU (Analytical role, unclassified) ; ANST (Analytical study) 

(peptide stds . for quantification of human serum glycoproteins using 
mass spectrometry) 
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2004US-0821718 A2 20040409 

2004US-0971997 A2 20041022 

AB This invention provides a polymeric drug delivery system including a 

hydrogel containing one or more drugs for the treatment of a posterior segment 
disease. Exemplary drugs are ant i-angiogenesis compds . for the treatment 
of macular degeneration. Allowing passive transference of this drug from 
a dilute solution into the hydrogel produces the delivery system. The 
hydrogel, when placed in contact with the eye, delivers the drug. The 
delivery of the drug is sustained over an extended period of time, which 
is of particular utility in the eye, which is periodically flushed with 
tears. This sustained delivery accelerates the treatment process while 
avoiding potential damaging effects of localized delivery of high concns. 
of compds., e.g., from eye drops. 

IT 262438-43-7, ATN-161 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
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(Biological study) ; USES (Uses) 

(hydrogels containing drugs for treatment of eye diseases in posterior 
segment) 
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PHSCN Sequence and the Antiangiogenic Compound Tetrathiomolybdate in 
Prostate Carcinoma 
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AB Plasma fibronect in-mediated invasion of human DU145 prostate cancer cell 
line was efficaciously inhibited in a rat tumor model by treatment with 
Ac- PHSCN- NH2 peptide. Invasion of DU145 cells was stimulated by the PHSRN 
sequence of plasma fibronectin. However, PHSCN acts as a competitive 
inhibitor of PHSRN-mediated invasion. In the current study, we determined 
whether PHSCN could inhibit the recurrence and metastasis of DU14 5 tumors 
after excision of the primary tumor in an athymic nude mouse model. We 
demonstrated that mice treated thrice weekly with i.v. Ac-PHSCN-NH2 
peptide survived tumor- free for more than 30 wk post-primary tumor 
excision, whereas their untreated counterparts succumbed to recurrence 
and/or metastatic disease in significantly less time. Because of the 
universal requirement for angiogenesis in solid tumor growth, we tested 
the efficacy of copper deficiency induced by tetrathiomolybdate (TM) to 
retard tumor growth in the Dunning prostate cancer model . Significant 
reduction in size of the primary tumor was observed in mice rendered copper 
deficient . We sought to reduce tumor growth at the primary and metastatic 
sites by combining the ant i- invasion Ac-PHSCN-NH2 peptide with TM. 
Improved survival, fewer metastatic lesions, and excellent tolerability 
were observed with the combination therapy. 
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The present invention concerns the detection tumors in vivo, the imaging 
of tumors in vivo, and the imaging of cancerous tissue in pathol . samples. 
In particular the present invention incorporates the use of fibronectin 
fragments into these same detection and imaging methods. 
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AB A method for protecting a peptide from peptidase activity in vivo, the 
peptide being composed of between 2 and 50 amino acids and having a 
C-terminus and an N-terminus and a C-terminus amino acid and an N-terminus 
amino acid is described. In the first step of the method, the peptide is 
modified by attaching a reactive group to the C-terminus amino acid, to 
the N-terminus amino acid, or to an amino acid located between the 
N-terminus and the C-terminus, such that the modified peptide is capable 
of forming a covalent bond in vivo with a reactive functionality on a 
blood component. The solid phase peptide synthesis of a number of derivs. 
with 3-maleimidopropionic acid (3-MPA) is described. In the next step, a 
covalent bond is formed between the reactive group and a reactive 
functionality on a blood component to form a peptide -blood component 
conjugate, thereby protecting said peptide from peptidase activity. The 
final step of the method involves the analyzing of the stability of the 
peptide-blood component conjugate to assess the protection of the peptide 
from peptidase activity. Thus, the percentage of a K5 kringle peptide 
(Pro-Arg-Lys-Leu-Tyr-Asp-Lys-NH2) conjugated to human serum albumin via 
MPA remained relatively constant through a 24 -h plasma assay in contrast to 
unmodified K5 which decreased to 9% of the original amount of K5 in only 4 h 
in plasma. 
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TI Ant i- invasive, antitumorigenic , and antimetastatic activities of the PHSCN 

sequence in prostate carcinoma 
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AB Using naturally serum- free SU-ECM basement membranes as invasion 

substrates showed that plasma fibronectin was necessary to stimulate 
invasion by DU 145 human and metastatic MATLyLu (MLL) rat prostate 
carcinoma cells. This activity mapped to the PHSRN sequence, which 
induced invasion through ct5pi integrin. PHSCN, a competitive 
inhibitor, blocked both PHSRN- and serum- induced invasion. Acetylated, 
amidated PHSCN (Ac-PHSCN-NH2 ) was 30-fold more potent; however, 
Ac-HSPNC-NH2 was inactive. Rats receiving injections s.c. with 100,000 
MLL cells were treated systemically by i.v. injection three times weekly 
with 1 mg of either Ac-PHSCN-NH2 or Ac-HSPNC-NH2 beginning 24 h later, 
three times weekly with 1 mg of Ac-PHSCN-NH2 beginning only after surgery 
to remove large (2 cm) MLL tumors, or were left untreated. MLL tumors 
grew rapidly in Ac-HSPNC-NH2- treated and in untreated rats. MLL tumor 
growth in rats treated with Ac-PHSCN-NH2 beginning 1 day after MLL cell 
injection was reduced by 99.9% during the first 16 days of treatment, 
although subsequent tumor growth occurred. MLL tumor cryosections 
immunostained with anti-PECAM-1 showed that Ac-PHSCN-NH2 inhibited 
neovascularization by 12 -fold during this time. Whether initiated after 
MLL cell injection or only after MLL tumor removal, Ac-PHSCN-NH2 treatment 
reduced the nos . of MLL lung colonies and micrometastases by 40- to > 
100-fold, whereas Ac-HSPNC-NH2 was inactive. Thus, Ac-PHSCN-NH2 may be a 
potent antitumorigenic and antimetastatic agent for postsurgical use prior 
to extensive metastasis. 
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The testing of tumor cells, including human tumors capable of metastases, 
in assays employing fibronect in-depleted substrates is described. Ex vivo 
induction of cells, including biopsied human cells, is performed with 
invasion- inducing agents. Addnl . , anti-cancer chemotherapeutics are 
described. Specifically, chemotherapeutic agents which have 
anti-metastatic and anti-growth properties are described. 
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AB The present invention relates generally to peptide analogs of 

Ac - - PHSCN- - NH . sub . 2 which target tumor and endothelial cells and have 
anti-tumor, anti-angiogenic and anti-metasastic activity, methods of 
making these peptides, compositions thereof and methods of using these 
peptides and pharmaceutical compositions thereof to treat, prevent and 
detect diseases characterized by tumor growth, metastasis and 
angiogenesis . The peptide analogs may serve, inter alia, as carriers of 
radioactivity, PET-active compounds, toxins, fluorescent molecules and 
PEG molecules. 
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CA, 94306 

Number of Claims: 65 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates generally to peptides, which inhibit 

angiogenesis, cell migration, cell invasion and cell proliferation, 
methods of making peptides, which inhibit angiogenesis, cell migration, 
cell invasion and cell proliferation, pharmaceutical compositions of 
these peptides and methods of using these peptides and pharmaceutical 
compositions of these peptides to treat diseases associated with 
aberrant vascularization. 



IT 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 701200-82-OP 701201- 01- 6P 

(peptide inhibitors of angiogenesis, 
cell proliferation, preparation, and 
701200-81-9P 701200-83-1P 701200-84-2P 
701200-88-6P 701200-90-OP 701200-91-1P 

701200- 92-2P 701200-93-3P 701200-99-9P 

701201- 00-5P 701201-02-7P 701201-03-8P 
701201-04-9P 701201-05-0P 701201-06-1P 
701201-07-2P 701201-08-3P 701201-09-4P 
701201-10-7P 701201-11-8P 701201-12-9P 
701201-13-OP 701201-14-1P 701201-15-2P 
701201-16-3P 701201-17-4P 701201-18-5P 
701201-19-6P 701201-20-9P 701201-21-0P 
701201-24-3P 701201-25-4P 

(peptide inhibitors of angiogenesis, 
cell proliferation, preparation, and 
262438-43-7 

(peptide inhibitors of angiogenesis, 
cell proliferation, preparation, and 
701200-82-OP 

(peptide inhibitors of angiogenesis, 
cell proliferation, preparation, and 
701200-82-0 US PAT FULL 

L-Aspart amide , 1 - acetyl -L-prolyl -L-histi 
methylphenyl) methyl] -L-cysteinyl- (9CI 



IT 



IT 



RN 
CN 



cell migration, cell invasion and 
compns . and therapeutic uses) 



cell migration, cell invasion and 
compns. and therapeutic uses) 

cell migration, cell invasion and 
compns. and therapeutic uses) 

cell migration, cell invasion and 
compns. and therapeutic uses) 

dyl-L-seryl-S- [ (4- 
) (CA INDEX NAME) 



Absolute stereochemistry. 
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L24 ANSWER 1 OF 7 US PAT FULL on STN 
AN 2006:167022 US PAT FULL 

TI Compositions and methods for quantification of serum glycoproteins 

IN Aebersold, Rudolf H., Zurich, SWITZERLAND 

Zhang, Hui, Seattle, WA, UNITED STATES 
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PI US2006141528 Al 20060629 

AI 2005US-0134871 Al 20050520 (11) 

PRAI 2004US-573593P 20040521 (60) 

DT Utility 

FS APPLICATION 

LREP MCDERMOTT, WILL & EMERY, 4370 LA JOLLA VILLAGE DRIVE, SUITE 700, SAN 

DIEGO, CA, 92122, US 
CLMN Number of Claims: 50 
ECL Exemplary Claim: 1 
DRWN 22 Drawing Page(s) 
LN.CNT 9380 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for identifying and/or 

quantifying glycopolypept ides from human serum or plasma. The 
compositions and methods include a plurality of standard peptides 
containing glycosylation sites determined for human serum/plasma 
proteins . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 870165-03-0 

(peptide stds . for for quantification of human serum glycoproteins 
using mass spectrometry) 
RN 870165-03-0 US PAT FULL 

CN L-Valine, L-methionyl-L-alanyl -L- seryl-L-asparaginyl -L-valyl-L-threonyl-L- 
asparaginyl - L- lysyl -L-methionyl - L-a- aspartyl - L-prolyl - L- hist idyl- L- 
seryl-L-methionyl-L-asparaginyl-L-seryl-L-arginyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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L24 ANSWER 2 OF 7 US PAT FULL on STN 

AN 2006:92408 US PAT FULL 

TI Anticancer compounds and methods 

IN Livant, Donna, Ann Arbor, MI, UNITED STATES 

PA The Regents of the University of Michigan, Ann Arbor, MI, UNITED STATES 

(U.S. corporation) 
PI US2006078535 Al 20060413 

AI 2004US-0964093 Al 20041013 (10) 

DT Utility 
FS APPLICATION 

LREP Peter G. Carroll, MEDLEN & CARROLL, LLP, Suite 350, 101 Howard Street, 

San Francisco, CA, 94105, US 
CLMN Number of Claims: 18 
ECL Exemplary Claim: 1 
DRWN 40 Drawing Page(s) 
LN.CNT 3134 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The testing of tumor cells, including human tumors capable of 

metastases, in assays employing f ibronectin-depleted substrates is 
described. Ex vivo induction of cells, including biopsied human cells, 
is performed with invasion- inducing agents. Additionally, anti-cancer 
chemotherapeutics are described. Specifically, chemotherapeutic agents 
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which have anti-metastatic and anti-growth properties are described 
including non-peptide compositions of matter. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

IT 252229- 85 -9D, conjugates with dendrimers and chemotherapeutic 
agents 

(anticancer compds . and methods using dendrimers and peptides and 
attached chemotherapeutic agents) 
RN 252229-85-9 US PAT FULL 

CN L-Asparagine, L-prolyl-L- hist idyl -L-seryl-L-cysteinyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




NH 2 



IT 252230-05-0 

(metastasis inhibition by; anticancer compds. and methods using 
dendrimers and peptides and attached chemotherapeutic agents) 
RN 252230-05-0 US PAT FULL 

CN L-Asparagine, L-prolyl -L- hist idyl - L- seryl-L-homocysteinyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



H 2 




O C0 2 H I 




H 

1^ fj — N 



IT 252229-85-9 883198-05-8 883198-06-9 

(unclaimed sequence; anticancer compds. and methods) 
RN 252229-85-9 US PAT FULL 

CN L-Asparagine, L-prolyl-L-histidyl-L- seryl-L-cysteinyl- (9CI) 
NAME) 



(CA INDEX 



Absolute stereochemistry. 
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NH2 



RN 883198-05-8 USPATFULL 

CN L-Lysine, L-prolyl-L-histidyl-L-seryl-L-cysteinyl-L- 
asparaginylglycylglycyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 



H 2 N^ 



(CH 2 )4 S 
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RN 883198-06-9 USPATFULL 

CN Glycine , L-prolyl-L-histidyl-L- seryl-L- cysteinyl-L-asparaginylglycyl- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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posterior segment diseases 
IN Schultz, Clyde L., Ponte Vedra, FL, UNITED STATES 

PI US2005208102 Al 20050922 

AI 2004US-0821718 Al 20040409 (10) 

PRAI 2003US-461354P 20030409 (60) 

DT Utility 
FS APPLICATION 

LREP FINCH IP LLC, P.O. BOX 1358, CONCORD, NH« 03302, US 
CLMN Number of Claims: 20 
ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 502 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a polymeric drug delivery system including a 

hydrogel containing one or more drugs for the treatment of a posterior 
segment disease. Allowing passive transference of this drug from a 
dilute solution into the hydrogel produces the delivery system. The 
hydrogel, when placed in contact with the eye, delivers the drug. The 
delivery of the drug is sustained over an extended period of time, which 
is of particular utility in the eye, which is periodically flushed with 
tears. This sustained delivery accelerates the treatment process while 
avoiding potential damaging effects of localized delivery of high 
concentrations of compounds, e.g., from eye drops. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 262438-43-7, ATN-161 

(hydrogels containing drugs for treatment of eye diseases in posterior 

segment) 
RN 262438-43-7 US PAT FULL 

CN L-Aspartamide, 1-acetyl-L-prolyl-L-histidyl-L-seryl-L-cysteinyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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L24 ANSWER 4 OF 7 US PAT FULL on STN 
AN 2005:87035 US PAT FULL 

TI Hydrogels used to deliver medicaments to the eye for the treatment of 

posterior segment diseases 
IN Schultz, Clyde L., Ponte Vedra, FL, UNITED STATES 

PI US2005074497 Al 20050407 

AI 2004US-0971997 Al 20041022 (10) 

RLI Continuation-in-part of Ser. No. 2004US- 0821718 , filed on 9 Apr 2004, 
PENDING 

PRAI 2003US-461354P 20030409 (60) 

DT Utility 

FS APPLICATION 

LREP CLARK & ELBING LLP, 101 FEDERAL STREET, BOSTON, MA, 02110 
CLMN Number of Claims: 2 7 
ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 582 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a polymeric drug delivery system including a 

hydrogel containing one or more drugs for the treatment of a posterior 
segment disease. Exemplary drugs are anti-angiogenesis compounds for the 
treatment of macular degeneration. Allowing passive transference of this 
drug from a dilute solution into the hydrogel produces the delivery 
system. The hydrogel, when placed in contact with the eye, delivers the 
drug. The delivery of the drug is sustained over an extended period of 
time, which is of particular utility in the eye, which is periodically 
flushed with tears. This sustained delivery accelerates the treatment 
process while avoiding potential damaging effects of localized delivery 
of high concentrations of compounds, e.g., from eye drops. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 262438-43-7, ATN-161 

(hydrogels containing drugs for treatment of eye diseases in posterior 

segment) 
RN 262438-43-7 US PAT FULL 

CN L-Aspartamide, 1 -acetyl -L-prolyl-L- hist idyl -L-seryl-L- cyst einyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




L24 ANSWER 7 OF 7 US PAT FULL on STN 

AN 1999:163820 US PAT FULL 

TI Anticancer compounds and methods 

IN Livant, Donna L. , Ann Arbor, MI, United States 

PA The Regents of the University of Michigan, Ann Arbor, MI, United States 

(U.S. corporation) 
PI US---6001965 19991214 

AI 1997US-0915189 19970820 (8) 

RLI Continuation-in-part of Ser. No. 1996US-0754322 , filed on 21 Nov 1996, 

now patented, Pat. No. US 5840514, issued on 24 Nov 1998 

DT Utility 
FS Granted 

EXNAM Primary Examiner: Woodward, Michael P.; Assistant Examiner: Borin, 
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LREP Medlen & Carroll, LLP 
CLMN Number of Claims : 5 
ECL Exemplary Claim: 1 

DRWN 16 Drawing Figure (s); 15 Drawing Page(s) 
LN.CNT 2294 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The testing of tumor cells, including human tumors capable of 

metastases, in assays employing fibronect in-depleted substrates is 
described. Ex vivo induction of cells, including biopsied human cells, 
is performed with invasion- inducing agents. Additionally, ant i- cancer 
chemotherapeutics are described. Specifically, chemotherapeut ic agents 
which have anti-metastatic and anti-growth properties are described. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 252229-85-9 252230-05-0 

(antitumor peptides and inhibition of metastasis) 
RN 252229-85-9 US PAT FULL 

CN L-Asparagine, L-prolyl-L-histidyl-L-seryl-L-cysteinyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 252230-05-0 US PAT FULL 

CN L-Asparagine, L-prolyl-L- hist idyl -L-seryl-L-homocysteinyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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